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SUPPORT FOR THE AMENDMENTS 

Support for the amendment of Claim 1 is found on page 5, lines 4-7 and 10, in the 

specification. 

No new matter will be added to this application by entry of this amendment. 
Upon entry of this amendment, Claims 1 and 8-12 are active. 

REMARKS/ARGUMENTS 
The claimed invention provides a free-flowing pantethine particulate which does not 
agglomerate, is stable in storage, can be easily manufactured, and is therefore suitable for use 
in the formulation and preparation of solid dosage forms of medicaments. Applicants have 
described that Pantethine is known to be hygroscopic and therefore conventional powder 
forms are difficult to maintain and handle (page 1, lines 15-17) for the manufacture of solid 
dosage forms of medicaments such as, for example, tablets or capsules. For this reason 
pantethine is conventionally supplied as a viscous liquid for use in preparation of solid 
dosage forms. 

The claimed particulate consists of : pantethine, a light anhydrous silicic acid and a 
microcrystalline cellulose wherein a total content of the light anhydrous silicic acid and the 
microcrystalline cellulose ranges from 0.75 to 0.85 weight parts per 1 weight part of 
pantethine, and a weight ratio of light anhydrous silicic acid to microcrystalline cellulose in 
the total content of these two substances is in a range about 2/1 to about 4/1. The claimed 
particulate is a stable, free flowing concentrate form 

of pantethine which can be used to prepare a tablet, capsule or other solid dosage form 
according to conventional methods. 

The claimed invention provides a pantethine particulate, the preparation of which 
does not involve a cumbersome operation such as freeze-drying and yet, the particulate has 
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good flowability, is not susceptible to blocking, has a particle size which is easy to handle 
and has excellent storage stability. 

The improved storage stability and flowability are shown in Tables 1-4 in the 
specification. Pertinent data from these Tables are shown in the following Table: 



Formulation 


1 


2 


3 


4 


5 


6 


Component ratio* 


0.8182 


0.818 


0.818 


0.665 


1.0 


0.665 


Silicic/cellulose" 


5.818 


2.75 


2.05 


4.78 


1.5 




Angle of Repose 


35 


35 


36 


37 


36 


33 


Angle of Rupture 


13 


15 


15 


19 


19 


12 


Differential 
Angle 


22 


20 


21 


18 


17 


21 


Initial Content 


96.9 


97.7 








98.0 


Content after 1 month 


93.9 


97.0 








94.2 



* total weight parts of the light anhydrous silicic acid and the microcrystalline cellulose per 1 
weight part of pantethine 

** weight ratio of light anhydrous silicic acid to microcrystalline cellulose 

As shown in the above table, the formulations according to the claimed invention 
show both good flow properties and high pantethine content even after one month storage. 
Formulations 4 and 5 which do not meet the description of the claimed invention are inferior 
in flow properties. No such pantethine particulate is disclosed or suggested in the cited 
references. 

The rejection of Claims [1 and 3-12] 1 and 8-12 under 35 U.S.C. 103(a) over 
Murakami is respectfully traversed. 

Murakami is directed to a compression molded form such as a tablet (Claim 13) 
which rapidly disintegrates in the oral cavity. The composition contains an excipient, 
erythritol , as base material (Col. 10, lines 24-26)((Claim 1) a medicinal agent (Col. 5, line 54 
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to Col. 7, line 9)and various agents used for the manufacture of a tablet such as a lubricant, a 
disintegrator, a binder, colorant and surface active agent, as examples (Col. 7, lines 13-16). 

Murakami describes a need for a hard, quickly disintegratable compression molded 
material (CoL 3, lines 50-53) and further describes that as a result of careful study, a mixture 
of erythritol and an excipient formulated with a medicinal agent and other additives meets the 
stated need. 

Applicants respectfully note that Murakami requires erythritol and does not 
disclose, suggest or provide motivation which would have led one of ordinary skill in the art, 
at the time of the present invention, to the particulate formulation of pantethine according to 
the claimed invention. 

In contrast the presently claimed invention provides a particulate consisting of 
pantethine, a light anhydrous silicic acid and a microcrystalline cellulose, wherein a total 
content of the light anhydrous silicic acid and the microcrystalline cellulose ranges from 0.75 
to 0.85 weight parts per 1 weight part of pantethine, and a weight ratio of light anhydrous 
silicic acid to microcrystalline cellulose in the total content of these two substances is in a 
range from about 2/1 to about 4/1. The claimed invention does not recite erythritoU disclose 
or suggest the presence of erythritol. Furthermore, the claimed invention describes specific 
ratio ranges for the formulation contents which are not disclosed or suggested by the 
reference. 

Applicants respectfully call the Examiner's attention to the following excerpt from the 
Office's own discussion of "Examination Guidelines for Determining Obviousness Under 
35 U.S.C. 103 in View of the Supreme Court Decision in KSR International Co. v. 
Tele flex Inc." 
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"The rationale to support a conclusion that the claim would have 
been obvious is that all the claimed elements were known in the prior art 
and one skilled in the art could have combined the elements as claimed by 
known methods with no change in their respective functions, and the 
combination would have yielded nothing more than predictable results to 
one of ordinary skill in the art at the time of the invention. ""[I]t can be 
important to identify a reason that would have prompted a person of 
ordinary skill in the relevant field to combine the elements in the way the 
claimed new invention does." If any of these findings cannot be made, 
then this rationale cannot be used to support a conclusion that the 
claim would have been obvious to one of ordinary skill in the art," 
(Federal Register, Vol. 72, No. 195, page 57529) (Bold added)(Citations 
removed) 



Nowhere does the cited reference disclose or suggest the particulate composition 
consisting of pantethine, a light anhydrous silicic acid and a microcrystalline cellulose, in the 
specific ratio relationships, according to the presently claimed invention. Therefore, the cited 
reference does not meet the requirement of the KSR guideline quoted above, and a 
conclusion of obviousness cannot be supported. 

Furthermore, Applicants have shown in Tables 3 and 4 of the specification that the 
particulates according to the claimed invention have significantly improved flow properties 
and little or no decrease in pantethine content even after 1 month of storage at 50°C. For 
example, Formulation 2, according to the claimed invention, is shown to have excellent 
flowability in Table 3 and in Table 4, retention of pantethine (97.7 to 97.0) is significantly 
improved. Nowhere does Murakami disclose, suggest or provide motivation which would 
have guided one of ordinary skill in the art to the particulate form claimed, having the 
significantly improved stability and flow character of the claimed invention. The reference is 
directed to a different problem and does not address or consider the problem of a pantethine 
particulate. 
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In view of all the above, Applicants respectfully submit that the cited reference cannot 
render the claimed invention obvious and withdrawal of the rejection of Claims [1 and 3-12] 
1 and 8-12 under 35 U.S.C. 103(a) over Murakami is requested. 

Applicants respectfully submit that the above-identified application is in condition for 
allowance and early notice of such action is earnestly solicited. 



Respectfully submitted, 



OBLON, SPIVAK, McCLELLAND, 
MAIER & NEUSTADT, P.C. 
Norman F. Obion 
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